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The claims have been revised to define the invention 
with additional clarity. The language suggested by the 
Examiner in paragraph (3) of the Action has been adapted, 
thereby mooting the Examiner's objection to claims 2-11. 

Claims 2-11 stand rejected under 35 USC 112, second 
paragraph, as allegedly being indefinite. Withdrawal of 
the rejection is submitted to be in order for the reasons 
that follow. 

Claim 2 has been amended to include the additional 
steps of (i) determining interaction in the absence of test 
compound and {ii) comparing interaction in the presence 
relative to the absence of test compound. Corresponding 
amendments have also been made to claims 4 and 5 as 
appropriate. The full form of the term ^CBP' has been 
included at its first occurrence in claim 2. Further, the 
generic term "Importin a activity' has been replaced by the 
list of specific Importin a activities that were originally 
set out in now cancelled claim 3. 

The term 'and/or' has been replaced by conventional 
Markush wording in claims 5 and 8. 

The Examiner considers the phrase 'determining 
interaction between the first and second substances' in 
claim 4 to be indefinite because it is allegedly unclear 
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how the interaction between these substances might be 
determined. Applicant respectfully disagrees. 

The present invention is directed towards methods of 
screening for compounds that inhibit Importin a activity 
via the Importin a/CBP interaction. The invention is not 
specifically concerned with methods of measuring protein 
interaction. That said, many suitable techniques were 
available in the art to determine the interaction between 
two proteins. Examples of suitable techniques are 
discussed on page 27, line 15, to page 28, line 5, and page 
31, line 16, to page 35, line 9, of the specification. 

A person of ordinary skill in the art would be aware 
of .n\imerous ways in which protein interactions can be 
determined, in the context of a screening method. The 
specific technique adopted is not important, as long as it 
enables the interaction between the substances to be 
determined. The determination of interaction represents a 
clear and definite method step which a skilled artisan 
would have had no difficulty in performing using one of a 
range of different techniques and approaches, all of which 
were well known in the art. 

The Examiner contends that claim 5 is indefinite 
because it does not indicate how the effect of an agent on 
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the ability of Importin « to bind Importin p, translocate 
into the nuoleuB or import a cargo protein is determined. 

The wording to the claim 5 has been amended to 
emphasize that the effect of an agent on the ability of 
Importin a to bind Importin translocate into the nucleus 
or import a cargo protein is determined through the 
determination of the effect of the agent on CBP 
acetyltransferase activity. The recognition that CBP 
acetyltransferase activity modulates the activity of 
Importin c is part of the inventive contribution made by 
Applicant. 

A skilled person would be readily able to determine 
acetyl transferase activity using standard techniques, such 

those described on page 37, line 10, to page 40, line 
10. of the specification, in order to identify an agent 
Which would affect the activity of Importin a modulating 
its acetylation by CBP. Furthermore, the skilled person 
would also be able to confirm the effect of such an agent 
by measuring importin . activity di.ectly, using technigues 
which are also readily available in the art, for example, 
.3 described on page 30, line 18, to page 31, line 14, of 
the specification. 
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The wording of clai„ 9 ha= been amended to e.pha.i.. 
the ..anm. of the te..s -a region l„porti„ a- and -a said 
region' . 

For ths reasons set out ahn-<ra ^ *. • 

ouc aisove, it is respectfully 

submitted that fha ^-u.^ 

that the expression 'determining interaction 

between said substance and said 

■ana said test compound' has a 

definite .ea„in, , ^^^^^^ ^^^^^ ^^^^ ^ ^^^^^ 

unde..ta„di„, of w.at thi. ^thod step involves and ho. to 
carry it out using any one of a n^ber of teohni^es 
readily available in the art. 

Clai„ 10 has been amended to exclude non-elected 
^^ieot ^tter and to Include the subject ™tter of now 
■ cancelled claim li. 

In view of the above it -io = u , 

ove, xt IS submitted that claims meet 

the requirements of 35 USC 112 sernr,^ 

^±z, second paragraph. 

Reconsideration of the reS»o^- 

cne rejection is, t.h.eye^-Fr^^^ 

' tiiererore, requested. 

Attached hereto -i<5 a Ty,= „i ^ 

a marked-up version of the changes 

made to the claims by the nu^r-^^^ 

current amendment. The attached 
pages are captioned "Version with ^ • 
Kaae . " " 
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This application is submitted to be in condition for 
allowance and a Notice to that effect is requested. 



MJW: tat 

1100 North Glebe Road 
Q"^ Floor 

Arlington, Virginia 222 01-4714 
Telephone: (703) 816-4000 
Facsimile: (703) 816-4100 



Respectfully submitted, 
NIXON & VANDERHYE, P.C. 



By. 



Mary j. Wilson " 



Reg. No. 32,955 
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2. (Amended) An assay inethod for identifying an 
agent which affects on^^^_^ ^ [activity] 

^iii) i^portm. a_cargo^^otein; the .ethod including: 

(d) bringing into contact Importin a and a test 
compound [and] : 

(e) determining said one or ..n.. .-^-M n a 
[-"ivity, activities in the presence and aheence ot a CB. 

-^^^Sa-SiSdH-i^rotei^ acetylatee 

"^^'^^y deter.^.... 
£°lZP6ptlde on ..^^ 

Saffi-^-^inff eaid ,ff..t ,n .^e nree.n., 

compound wi ggi^j ^ffer-h -ir, =u 

said ono 

^ — ^-u-LKt^us sai g one or mor e 

Importin g active" <- i 
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4 . (Amended) An assay method for identifvinc an 
agent which modulates interaction between CBP and Importin 
01 f the method including; 

(a) bringing into contact a first substance including 
a CBP polypeptide or peptide, a second substance including 
an importin « polypeptide or peptide, and a test compound 
under conditions in which, in the absence of the test 
compound being an inhibitor, the first and second 
substances interact; [and] 

(c) determining interaction between the first and 
second substances , and ; 

j c) comparin g said interantinn <^ ... 

test comp ou n d with said ^ ^^^^^^^ion_th^ sence of te.t 
compoimd, 

a difference ...'^ Int.r.ntion in ^>-^.ence r.^.^^... 

^^-y^^^bsence^f t.st coxnpo.nd b.ix.cr .nH....,^^ that. .... 

^gl^cg mpound is an ag ent^ch modulates .i .t....... 

between CBP and Importin a. 

5. (Amended) An assay method for identifying an 
agent which affects [ability] one_ormore_ac^^ of 
Importin a [to] selected fro, ^he groun con..,..^^ 
Cbind] binding Importin (ii, f translocate] translocating 
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into the nucleus, [and/or] and (iii) Cimport] import inc r a 
cargo protein, the method comprising: 

(c) bringing into contact CBP and a test 
compound, [and] 

(d) determining CBP acetyltransf erase activity 
in the pre sence and absence of the test compound; and 

^ comparing said CBP ace tyltransf erase activity in 

the presence of test corm^o.,nH r . jth said activity in the 
absence of test compound. 

[wherein] a decrease in CBP acetvltransferase ac^hiview 
in the presence relative to the aha ence of th^ ^nn.po,.^H 
being indicative that the f a] test compound [which inhibits 
CBP acetyltransferase activity is identified as a candidate 
said agent] is an agent which affect s said one or mnr» 
activiti es of importin a . 

a- (Twice Amended) a method according to claim 5 

wherein a test compound which inhibits CBP 

acetyltransferase activity is further tested for ability to 
affect [ability of] an activity of importin a [to] selected 
from the group consisting of (j) [bind] binding Importin 
a, (ii) [translocate] translocating into the nucleus, 
[and/or] and (iii) [import] importing a cargo protein. 
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9. (Amended) An assay method for identifying an 
agent which interacts with a region of CBP or a region of 
Importin a, which region of CBP interacts with Importin a 
and which region of Importin a interacts with CBP, a said 
agent which interacts with said region of cbp or aaid 
region of Importin a being a candidate modulator of 
interaction between CEP and Importin a, the method 
including: 

(c) bringing into contact a substance which 

includes a CBP peptide which interacts with Importin or 
which includes an Importin « peptide which interacts with 
CBP, and a test compound; and 

determining interaction between said 
substance and the test compound, 

the^ resence of in^.^..^ ion.betwe ^ substance an. 

^^"^^^^^-^^^^^^^^^^^^^^ 

is a said agent^ 

10. (Twice toended) i method s=«rdl„g „ claim 1, 

Claim 4, Claim 5 cr claim 9 further compri.i.g foliating 

a said agent [or, optionally where sairf ^r,^^^ ■ 

J' wjissi-e saio agent is peptidyl, 

nucleic acid encoding said agent,] into a ^™ ... 

J inco a composition 

comprising [at least one additional 

uiit- aaaitional component] a 

2^^^^2^^^Htica2J^^_acce^^ 
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